RNA extraction and array hybridization 166
HT-29 cells (1.6 x 10 4 /cm 2 , 6-well plate) were grown over night and then 167 treated with bLf (800 µg/mL), LfcinB-C (400 µg/mL), or LfcinB-L (400 µg/mL) for 168 12 h. RNA was extracted from the harvested cells using Trizol Reagent 169 (Invitrogen). RNA was then purified by an RNease kit (Qiagen) according to the 170 manufacturer's instructions. Measurement of RNA yield was performed using a 171 NanoDrop 1000A Spectrophotometer (Thermo Fisher Scientific, Waltham, MA), 172
and RNA quality was verified by using Bioanalyzer RNA Nano Chips (Agilent 173
Technologies, Inc., Santa Clara, CA) following the manufacturer's procedure. 174
Total RNA samples were amplified and labeled with biotinylated nucleotides 175 using a kit (Ambion, TotalPrep RNA Amplification Kit). Bioanalyzer analysis was 176 then performed to verify if cRNA was at the expected 1.2 kb average size before 177 applying to bead chips (HumanHT-12 v.4.0, Illumina, San Diego, CA). Bead 178 chips were scanned with the Illumina iScan using standard conditions.D r a f t analysis, and a total of 13,248 genes were analyzed. Differentially expressed 184 genes were selected following two criteria: fold-change >1.5 for up-regulation, 185
and fold-change < 0.5 (represents as -2.0) for down-regulation. Samples were 186 clustered with a centroid linkage method on the horizontal axis, and the lengths 187 of the branches were measure by a Euclidean algorithm. . Values are shown as the mean fold change ± 207 standard deviation, relative to the control (set to 1). 208
Statistical analysis 209
Data represent means ± standard deviations from 3 independent 210 experiments. Comparisons between treatments and the control were conducted 211 using one-way ANOVA (Prism Graph Pad, Berkeley, CA, USA). p<0.05 was 212 considered statistically significant. significantly stimulated apoptosis of HT-29 cells (Fig. 2 A-C) , and displayed 231 cytotoxic activity on HT-29 cells (Fig. 2 D-F) . The effects of bLf and LfcinBs on 232 apoptosis of HT-29 cells were also confirmed by immunoblotting, showing that 233 bLf or LfcinB treatments increased cleaved caspase-3 (Fig. 3) . Based on the 234 results, the maximum effects were observed at 12 h of the treatment, and the 235 optimal concentrations for bLf and LfcinBs were 800 µg/mL and 400 µg/mL, 236 respectively. Figure 2 shows that 800 µg/mL bLf was more effective at inducing 237 apoptosis than 1000 µg/mL bLf, and that 400 µg/mL LfcinBs was more effective 238 at inducing apoptosis than 800 µg/mL LfcinBs. 1000 µg/mL bLf and 800 µg/mL 239 LfcinBs might cause cell death, as shown by their higher toxicities (Fig. 2B) effects were seen for treatments at some concentrations and time points (Fig. 5  253 
B-E). 254 bLf and bLfcinBs diversely regulated gene expression 255
HT-29 cells were treated with bLf (800 µg/mL), LfcinB-C (400 µg/mL), or 256
LfcinB-L (400 µg/mL) for 12 h, and then RNA was extracted for microarray 257 assays. Transcription of genes was significantly modified by bLf and LfcinBs ( 
SQSTM1 is an autophagy receptor involved in apoptosis and immune response. 284
Three NFκb genes including NFKBIA, NFKBIB, and NFKBIE were upregulated. 285
These three genes play roles in dendritic cell maturation (Palucka and 286
Banchereau 2012). 287

Validation of microarray results by RT-PCR 288
The microarray results were verified by RT-PCR using primers listed in 289 Table 1 . Five genes significantly modified by bLf or LfcinBs were chosen, and 290
RT-PCR was performed. As shown in Glo™ Triplex Assay (Fig. 2) , and activities and expression of caspase 3 as 323
shown by immunoblotting (Fig. 3) . Moreover, the activities of caspase 8 were 
